liver disease and diabetes mellitus with severe retinopathy.3 Low serum activities of the enzyme have been reported in lung cancer, malignant lymphoma, leukaemia, and multiple myeloma.4 We report raised activities of the enzyme in two patients with malignant histiocytosis (histiocytic medullary reticulosis).5
Case reports
Case 1-A 52 year old man was referred to our hospital because of sustained fever, weight loss, progressive hepatosplenomegaly, and jaundice. Laboratory values were haemoglobin concentration 4-8 mmol/l (7.7 g/dl), platelet count 60x 109/1, serum bilirubin concentration 166 tcmol/l (9 7 mg/100 ml), serum alkaline phosphatase activity 147 U/1, serum aspartate aminotransferase activity 162 U/1, serum alanine aminotransferase activity 7-7 U/1, and serum lactate dehydrogenase activity 1656 U/I. Bone marrow and liver biopsy showed infiltration with atypical, x-naphthylacetate esterase positive histiocytes and occasional erythrophagocytosis, which was also seen in a spleen biopsy specimen. The malignant histiocytes in the spleen showed ultrastructural characteristics of histiocytes-namely, abundant cytoplasm with small electrodense granules, large reniform nuclei with a moderate degree of nuclear chromatin condensation, and prominent nucleoli. Activity of serum angiotensin converting enzyme was greatly increased (167 U/1; normal 15-45). The patient died suddenly before treatment.
Case 2-A 27 year old man presented in September 1981 with fever, malaise, sweating, and weight loss. Spleen and liver were palpable 6 and 3 cm below the costal margins. Peripheral, intrathoracic, and abdominal lymph nodes were not enlarged. Laboratory measurements showed moderate pancytopenia and raised serum lactate dehydrogenase activity (928 U/1); serum values of urea, creatinine, bilirubin, alkaline phosphatase, aspartate and alanine transferases, and y-glutamyltransferase were normal. Bone marrow biopsy showed increased cellularity and infiltration with atypical histiocytes, dispersed and in small foci. These cells showed phagocytosis of erythrocytes and granulocytes. The histiocytes were myeloperoxidase and periodic acid Schiff negative, acid phosphatase diffusely positive with inhibition by tartaric acid, and a-naphthylacetate esterase strongly positive, consistent with malignant histiocytosis. He was given combination chemotherapy with CHOP (1250 mg cyclophosphamide, 100 mg doxorubicin, and 2 mg vincristine intravenously on day 1, and prednisone 100 mg/day on days 1-5). Three courses of chemotherapy were unsuccessful but after removal of the still enlarging spleen peripheral blood values returned to normal. Further courses of chemotherapy failed because of intercurrent infections and lack of cooperation, but reinstitution of regular CHOP then resulted in good clinical remission. The malignant histiocytes, however, did not disappear completely from the bone marrow. Serum activity of angiotensin converting enzyme was measured at regular intervals ( figure) and values fell to normal during initial chemotherapy, concomitantly with subjective improvement. 
Comment
These two patients with malignant histiocytosis showed increased activities of serum angiotensin converting enzyme. In case 2 the values correlated well with the activity of the disease. Histiocytoses are an ill defined group of disorders. The common characteristic is considered to be proliferation and in some cases activation of macrophages. Increased angiotensin converting enzyme activity may be a sign of increased macrophage activity.
We conclude that the serum angiotensin converting enzyme activity may be useful in the differential diagnosis of malignant histiocytosis and that its values may be used as a parameter of residual tumour during chemotherapy. Return to stable, normal values seems to indicate complete remission. Seizures after infusion of factor VIII Allergic reactions to blood products are not uncommon, but to our knowledge grand mal seizures after infusion of factor VIII concentrates have not been noted previously. We report on a haemophiliac who sustained three epileptiform seizures after replacement treatment with factor VIII for muscle haemorrhage.
Case report
The patient was a 26 year old severe haemophiliac who had received large quantities of factor VIII, in the form of cryoprecipitate or specific concentrates, frequently since the age of 12. On a few occasions he had experienced allergic reactions after an infusion, which usually consisted of appreciable pruritus or, rarely, bronchospasm. He had no family history of epilepsy but had sustained a head injury two years previously while under the influence of alcohol. A skull x ray film, a radionuclide brain scan, and the results of a study of cerebral flow were normal at that time. Brain scans after these three episodes showed no abnormality, and no abnormality was detected on examination of the central nervous system. An electroencephalogram obtained after the last seizure showed a suggestion of an underlying seizure disorder, but no focal abnormality was detected. Anti-
